ihc loiiiiesl dniiL-nsum of said |xiniclcs. 
XO^ (Amended) The nictlu.d olChnm 7(> wherein, prior to the wet granuhmny 
step, the celecoxih is milled U. a 1).,,, parliele si/e less than about 25 urn. m 
the longest dimension ot said partieles. 

ri-;marks 

By the present amendment, no elaims are caneelled. no eh.ims are added, and c.ne 
( 1 ) independent elaim and lour (4) dependent elaims are amended. No additional ehiim 

lees are helic\ed payable. 

Claim 1. by amendment thereof, ineorporates siibjeet matter that finds support in 
the speeifiea.ion at least at page 7, lines and that further ,s the subjeei of Claim 66. 
not presently m eonsideraiion. The phrase "ai the same dosage rate' as used m the 
eontext of amended Claim 1 is found in the speeilicalion at least at page 14. line 28. 

Claims 77-80 are amended to enhanee clarity of slated particle size definitions. 
Claims 77-80 are further amended by insertion of the word -about- immediately before 
the stated maximum D„„ particle si/c. Support for this insertion can be found in the 
specification at least at page 7. lines 15-20. 

N,) new mailer is introduced and no change in invenlorship results from the 

amendments made herein. 

RFSPONSHTO OFFICE ACTION DAT FD APRIL 9. 2001 
The amendments to the claims presented herein were filed by Applicants on 
March 23. 2001 in response to an Office Action dated January 10. 2001. An Office 
Action dated April 2001 staled that the amendment did not comply with .37 CFR 
Sl .l21(cl(n(i) because it did not include a -clean version of the amended claimis)." 

Applicants respectfully submit that the amendments to the claims presented herein 
comply with the requirements of . .^7 (T-'R SsM.121(c)( IK. & u). Specifically. Applicants 
submit that the present response includes both a clean version of the amendments to the 
claims, above, and a marked-tip version of the amendments, beginning on a separate sheet 
of paper at the end oi the response. 
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In Mou (.1 ihe ahoNC, Appl.canls rcspccllullv ivqucsl entry ol the chum 
amendments presented herein. AppHcants also request consideration ol the tollou ,ng 
remarks and attachments enclosed herewith, all of which ucre prevKUisly st.bmitled m 
respt>nse to the previous OITice .Action. 

p^x^pM^^^KTTW^ ACTION DAT l^l^ lAMiARY 10. :(M)I 

Claims and 76-8.3 are pending in the present Application. 
Applicants respectlully note that the Examiner mischaracten/.ed Applicants- 
election in the response to OlTice Action submitted on August 21. 2()()() (Paper No. 7), 
which ideniilied Claims I \-50 and 76-8.3 as the elected claims. However, in the tnterest 
of taclitaiing expeditious prosecution. Applicants agree to continue prosecution ol' 
Claims l-IO as well as the elected claims in the present Application. 

1 Rej ivtion under 35 U .S.C. 1 12 

Claims 77-80 stand rejected under 35 U.S.C. S 1 12, second paragraph, as being 
indefinite in the use of -such thaf. for failing tt. particularly point out and distinctly 
claim the subject matter which Applicants regards as the invention. Applicants 
respectltilly point out that MPKP S 2l73,05(d). cited by the Examiner, does not relate to a 
-such thaf phrase and beheves no mdefinitcness results from its use. However. Claims 
77-80 have been amended to define particle si/.e by altemauve wording having identical 
meaning. Applicants believe that Claims 77-80 as amended are fully in compliance with 
35 U.S.C. ?! 1 12 and withdrawal of this rejection is respectfully requested. 

2. Rejection un der 35 U.S.C t? 102 

Claims 1-50 stand rejected under 35 U.S.C ^ I02(a and b) as being anticipated by 
U.S. Pieseribing information for CHEEBREX® (Searle-Pfi/er-Pharmacia). The 
Examiner has offered to reconsider this 35 U.S.C 102 rejection provided that the 
Applicants submit the date of the reference. Applicants submit herewith a declaration 
signed by Andievs VI. Heard of Pharmacia Corporatu^i, formerly kn.nvn as Pli/.er Inc.. 
showing that the date .mi which the cited reference first became available to the public 
was later than the priority date of the present Applicatu-n. Fhe cited reference therefore is 
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nol pnor a.r Wululrawal ol th.s 35 V.SX\ i 102 aiccuon ,s icspcctlully .-aiiicslcd, 

(-hums I SO stand ro,cclcd under 35 I' S C. ^ l()3(a) as L.npatenlahlc over 
0 863 134 (Black), l liis rcjceiion is rcspcLitully traversed. 

The I-xamnK-r correcllv cluiraclen/es Bh>ek as leaeh.ng that a spce.I.e conM^ound 
which ,s iherapeuiically useful as a selective COX-: uih.buor can be adm.ntstered orally 
,„ ,he lorm of tablets. Iroehes. lo/enges or capsules. The K.xamnier also correctly notes 
that Black teaches (a) that tablets can comprise thts spec.I.e COX-2 tnhtbuor as acltvc 
a.ent ,n adtittxture vvUh conventional excipicnis. (b) that the active agent can be present 
,n an amount of 10 to 250 mg. (e) that earner material may vary from about 59; to about 
95';{ , and (d) that the dosage can be administered once or twtce a day and v^ ill provide an 
effective T,,: over a 24 hour period. 

The r-xamincr asserts that it would have been "prima facie obvious for one of 
ordinary skill in this aif to replace Black's rOX-2 inhibitor with celecoxib. Applicants 
respcelfully submit that even if it had been, at the time of the present invention, obvious 
,0 try this (which is not admitted herein), there is no teaching in Black that would have 
led a skilled artisan to bchcve that s/he could formulate, in a particulate form, a selective 
('OX-2 inhibitor, particuh.rly one with such low water solubility as celecoxib, as an orally 
deliverable composition having a relative bioavailability not less thai, about 50'/; by 
compartson with an oral celecoxib solution at the same dosage rate, as required by Claim 

1 as amended herein. 

Black teaches that his specific COX-2 inhibitor provides an effective T,n (half 
life) over a 24 hour penod. Importantly, however, half life, or the measure of time 
required for concenlratton of a particular drug ,n blood or plasma to decrease by one half, 
IS a characteristic that depends to a great extent on the partictik.r drug in that it reflects 
metabolic processes and/or excretion of the drug, but is not strongly affected by the way 
the drug IS formulated. The formulation can greatly affect the rate and extent of 
absorption of the drug into the bloodstream, but once in the bloodstream the half life of 
the drug IS largely independent of the formulalion. Black is silent on the queslion of 
bioav adabihty, which is a measure ol drug absorption into the bloodstreant and which, as 



p.,„ncd (Hil ,mmcdi;,tcly above, is ronmikuion-dcpcndciu. Sec. tor example. Ansel rl ai 
1 Pharmaeeulical Dosage l-Qims and l)ru.i: JMiAA^IvS^^^- '"'i Pag^-^ 71- 

72 (copy allached). which slates: 

"It equivalent doses of drug m dil'teieiU tonnulalmn pioduce dUlereiU .Mf 
values, dillerences e\isi in the exieni ot absorption beUNeen ihe lormiilaiions." 

id., at page 7.^ (copy attached): 

■■It has become well established that the rate and exieni lo w hich a drng in a 
dosage form Ix-comcs available tor biologic absoiption or uiili/ation depends in greai 
measure upon the materials used in the tormulation... . Thus, the same drug when 
formulated in dilTereiit dosage forms may be found to possess different bioavailability 
characteristics and hence exhibit different clinical effectiveness." 

The pi-eseni Application discloses that celccoxib. a drug of very low water 
solubility, can unexpectedly be formulated in particulate form, lor example in a tablet or 
capsule, and yet provide a bioavailability upon oral adminislralion not less than about 
%Y7< of that provided by a solution of celccoxib in a suitable solvent, orally administered 
at the same di>sc. 

In this regard, the l-xamincr's attention is drawn to Tables 1 1-2C and 1 1-2D on 
page .SO of the specification, in particular to the pharmacokinetic parameter indicated as 
-Bioavailability (':; )". It will be seen that an orally administered unformulated celccoxib 
capsule (F) exhibited a bioavailability of only 16.9'X and that an orally administered 
celccoxib solution formulation (F.) exhibited a bioavailability of 62.4',^ and 89.4';-i in 
female and male dogs respectively. These bioavailabilities are by comparison with 
intravenous infusion. It will further be seen that, of formulations A-D. all having 
celccoxib in particulate form, at least formulations A. C and D exhibited in both female 
and male dogs a relative bioavailability not less than about .M)'.:; of that exhibited by 
solution lormulaiion V. at the same dose. Formulation B met that standard in male dogs 
but tell short in temale dogs. Formulation D (a fine suspension) surprisingly exhibited 
substantially similar bioavailability to solution formulation F.. which represents a 
probable maximum level of bioavailability achievable by oral adminislralion. 
The F:xaminer's attention is also drawn to Table 14 on page 5? of the 
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specification, showing tormulatcd capsule compositions of the invention compnsiniz 100 
nig or 200 mg celecoxib. Pharmacokinclic parameters (following oral administration in 
human sLibjecls) of these capsule formulations were compared with celecoxib suspension 
formulalu)n 0 which, as described above, exhibited substantially similar bioav ailabilitv to 
orallv delivered celecoxib solution formulation \i. Surprisingly, as shown m Table I SB 
on page 63 of the specification, these capsule formulatu>ns exhibited relative 
bioavailability (as measured by Ai:C„) or AUC,,, ...,) that was not less than about 5()'^r 
by comparison with lormulation D. Indeed, both capsule formulations exhibited relative 
bioavailability that was substantially similar to that of loimulation D, i.e., close to what is 
believed to be the maximum achievable by oral administration. 

The surprising findings illustrated m the present specification are of great and tar- 
reaching advantage in the art. Discrete solid dosage forms composing formulated 
particulate celecoxib can now be provided which exhibit a relative bioavailability not less 
than about 50^/^ , and more preferably not less than about Wa . by comparison with an 
orally delivered solution of celecoxib. 

Black provides no teaching that would have suggested to one of skill m the an to 
try making formulations of particulate celecoxib with an expectation of obtaining a 
relative bioavailability not less than about SiYl. by comparison with an orally delivered 
solution containing the same amount of celecoxib. Even if, for the sake of argument, 
motivation had existed based on Black tor one of skill m the art to try making such 
formulations, it would not have been with the expectation of obtaining the remarkably 
favorable results set out m the present specification. Withdrawal of the rejection of 
Claim L as herein amended, under 35 U.S.C. i; 103(a) as unpatentable over Black is 
therefore respectfully requested. 

Claims 2-50 incorporate by their dependency on Claim I the dehned 
bioavailability property added by amendment to Claim I. Withdrawal of the rejection of 
Claims 2-50 under 35 V.S.i\ ^ 103(a) as unpatentable over Black is therefore respectfully 
requested. 

4 Rciection under 35 I '.S.C. ^ 103(a) as unpatentable over Seaiie-Bfi/er Pharma cia m 
view of Black 
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C;iaims U5() stand rcjccled under 33 l \S,C\ l()3(a) as hcmg unpatentable o\er 
U.S. Prescnbuig Intormation tor C;I:IJ:BRHXCh) (Searle-Pli/cr-Pharmacia), in view of 
Blaek. This rejection is respect tully traversed. 

As pointed out above, the Searle-Pti/er-Pharnuicia reterence v\as not publiclv 
available hetore the priority date of the present Appheation and. therefore, is not prior art. 
Withdrawal oi the rcieclion under 3S l.S.C. ^ l()3(a) as unpatentable over Searle-Pli/er- 
Pharmacia in view of Black is therefore respectfully requested. 

S. Obiection to Claims 76 and 81-83 

Claims 76 and 8 1 -83 have been found allowable but for their dependency on a 
retected base claim. The Examiner has suggested rewriting these in independent form. 
Applicants may follow this suggestion at a later stage in prosecution; however, as the 
base claim for each of these objcctcd-to claims has been amended herein to a torm which 
Applicants believe is allowable, no amendment of Claims 76 and 81-83 is presented at 
this time. 

All claims presently in consideration are believed now to be in condition for 
allowance. No tee is believed payable m connection with the present amendment and 
Response to Office Action; ht)wever. if it is determined that a fee is payable, please 
charge Deposit Account No. 19-1025, in the name of Pharmacia Coi^poralion. 

Respectfully submitted, 

James C. Forbes 
Agent for Applicants 
Registration No. 39,457 
TeL (847)58 1-6()9() 

Address CorrespcHidence to: 
Pharmacia Corporation 
Patent Department 1820 
P.O. Box 5110 
C^hicago. IL 60860-51 10 

Attachments 

Ansel cl al. (1995): Pharmaceutical Dosage Forms and Druiz Delnerv Svstems . 6th 

Fklition, pages 7 1-73. 
Declaration of Andrew M, Heard. 
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r,..entative o( the total amount of drug absorbed 
,,10 the circulation folUnving the adnunistrat.on 
ot a single dose of that dmg. Equivalent doses 
of a drug, when fully absorbed, would produce 
tfie same AUC Thus, two curves much unalike 
,n term^ of peak height and time of peak, as those 
m i-igure 3-7. mav be much alike in terms of 
area under the curve, and thus m the amount of 
drug absorbed. As mdicated m Figure 3-7, the 
area under the curve tor formulation "A is 34.4 
mce/ml > hours and for formulation "B is 
34 2 mcg/mL X hours, essentiallv the same. If 
;.auivalent doses of drug m ditterent formulation 
,.n>dua .i.ftercnf AUC value^, difference, exist 
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, ,,niplrtflv obsurbrd nit<' tin MiailMuM> tollov^ 

oial adnnniMtatiPi, ii^uv: uulirl , manv 
^u\i^^ und.rgc^ tlu liiM-pa^^ rttr^ n ,u\Uu^: m 

,n^' thv p'luTal nivuLauu;. In aUditiDn, tac U'r^ 
,,t druy product tunr.ulatu-n. druj-. d)^sulutu:n. 
, lirinKdl and phvMt.n intnai tion- with thf ga-- 
,,,„ntrMinal t■o^^ent^, ^MstrK unptvm^ tmu', m- 
„..tinal nu-tilitv, and uthi r:- t ontnbutt to tht m- 
,(„npiete absorption ot an .idnuni-lfH'd dost^ ut 
, ciru^ The oral dosage strrn^'ths ot many com- 
nuTical products are based on considerations of 
the proportion of the dosi adnunistcrod that is 
..xpfcted to bo absorbed and avaiUible to its site 

actum m t^rdcr iv jModuct the desired drug 
i,lpc>d h'vel and / or therapeutic resjHUise. The ab- 
solute bioavailability tollowm^ oral dosing is 
i-fnerallv compared to intravenous dosing. As 
,xarnf^le^ the mean oral al-orptum oi a dose ot 
,t,apamil (C alan) is repc^rted to be enala- 
nril (Vasotec) bin.; diltiazem (Cardizemi about 
4(V;., and lisnwpnl (Ze^tril) about 25%. How- 
,.ver, there is large intersub)ect variability, ar^d 
thr absorbed doses rnav vary patient-li'-patient 

Hioequivalence of Drug I'roducts 

A great deal ot discussit.n and scientific mves- 
(K-ation has been devoted recently to the prob- 
i,n, ot determining the equivalence between 
urue products of competing manutacturers. 

], has become well established that the rate 
,nd extent to which a drug m a dosage form 
tit^eome? available for biologic abe-orption or uti- 
hyation depends in great measure upon the ma- 
terials utilized m the tormulation and also on 
iPe method of manufactuu . Thus, the same drug 
when formulated m diffcreni dosage forms mav 
IH- found to possess ditierent bioavailability 
.haractenstics and hence exhibit different dim- 
u.l effectiveness, further, twc. strnunglv "identi- 

■ or "equivalent piodnci.-, ot the same drug. 

,', tht same dosage stu nglli .>nd m the nnru do- 
torm tvpr, but dittrimg m tt-rmulative mate- 

oj nielhoa o\ inunul-.cturt , mav var\- wideh 
., PHun\iihdMlitv and thu^ m clinual effective 
iiess 

p,.M-lut)onTtH|Tiiirment- tur c.psuU- ^nC. t.il-- 
wuiuded 111 tJu L>T ano are integral tn 
,,^,^,,.,i)abilitv.lAprruTict ha-lK'Wntiiat wtuT< 
,„,i,H'qmv.lrna his been tound between twe 
...pjH-edh- equivalent }MMOuct^. oi-olotim: 
,li,ng .an help define tht product Oitlei- 
,,,t■^^AuMI0mgt^1h. ^^T.MgnlfK..ntbH.:V.ll■ 



,,pn,tv .no l u.iiuquivalence piol^lems mav bt 
rtvf.iied through dissolution trstmg and are 
^■fneiallv tht result ot one or mole ot tfie follow- 
„H-,.usJtactoTMlu drug's p.rticlesi/e; rxces- 
Mvi amounts ot tiit lutUKant iru.gneMum stea- 
ratt m tht tonnulation, coating materials, 
es}H'Maliv shellac: and madi>quate amounts ot 
tablet 01 capsule dismtegranls 

1 he tellowmg terms are used bv the f ood and 
Drug Administration to define the type orjevel 
of ' equivalencv" between drug prcKiucts.' 

Phmnaa'utical arnvQlent^ are drug products 
that contam identical amounts of the identical 
active drug ingredient, i.e., the same salt or ester 
nt the same therapeutic moiety, in identical dos- 
,H'e forms, but not necessanlv contaimng the 
sanu> uuictive ingredients, and that meet the 
identical con^pendial or other applicable stan- 
dard of identitv, strength, quality, and purity, 
Hu-luding potency and, where applicable, con- 
tent uniformity, disintegration times, and/or 
dissolution rates 

Phamwicuhcal uUtrmtwe^ are drug products 
that contam the identical therapeutic moiety, or 
it^ precursor, but not necessarily m the same 
amount or dosage form or as the same salt or 
eMer. Each such drug product individuallv 
meets either the identical or it? cwn respectivi 
compendial or other applicable standard of iden- 
tity strength, quality, and purity, including po- 
tency and, where applicable, content uniformity, 
diMUtegratKH^ times, and / or dissolution rates 

l,nk-,unvuinit .!>uy jnoducit are pharmaceut- 
ical equivalents or pharmaceutical alternatives 
whose rate and e:<tent of absorption do not show 
a sigmtuant ditterence when administered at the 
^amt nuilai dose of the therapeutic moiety under 
smular experimental conditions, either smgle 
dost oi multiple dose. Some pharmaceutical 
equivalents t^r pharmaceutical alternatives mav 
In equivalent m the extent ot their absorption 
but not m ttu ir rate of absorption, and vet mav 
In uMisuieied bu'tquivalent because such dit- 
,j,,,.nee^ m tin ratt t^l abst^rption are intentional 
,,u u fhvted m the labeling, are nt^t essential 
tf,^. .utammt nt ut eftectivi' bodv drug concen- 
l,^,tion^- pn etuonu um . or are i onsidered medi- 
, ,;llv niMendu .nit tri the particular drug prt>duct 
studied. 

In addition., tlu term tnctiiptutn umnH^icnt^ ha^ 
t.ffii useo tp iiiuicatf pharnuueutical equiva- 
l,.„t.. wliK h ^vilel, administered tt^ the samf mdi- 
vuiuais in tlu s.nu dosage legimens. will pro 
vuu r-entiallv tiie -ame ther;ipeutu rftect 



niHAKA-liiili 

, .xn.iK.. M. lW.nl. olVha.luun. NJ. a cUzen ol .l.. l .S.A . a.n an cnploycc of 
,„,„-,.„a.c.l. a cTouau,,, Uavn,, o.Ikc. a. l:aM ^Z.ul ^..cC. Nov ^'ork. NY 
1 wa. innn.atclv n.v.Kal n, launch,.,, ibc Nv.b s,lc l,av,ng a. a„ add,css 
,,,,v cclcbrc.x.a.n,, a„d auUa„„„. ,..lon„ano„ U'lcva,,, .0 ,1k- phannacct.cal product 
n,i,,:BKhXC.< .)„ch ,s ,.arkc,ed ,n .he U,..cd States bv G. 1). Scarlc & C o. (now a un.t 
of Pharmacia Corporatioi,) a,id Pfizer Incorporaled. 
1 hereby dechire thai: 

, , ) thc'abos e refercuccd web s,te was uot h^ e on or before November 30, 1998: 
(2 , the above referenced web s,tc becan,c l,ve on a launch date that was later than 

November 30. 1998; a,id 
,3) „o M.forn,a,K„, was publicly ava,lable v u. the above referenced web stte pr.or 

10 the launch date of the web s,te. 
I hcrebv declare that all statements abov e made of my own knowledge are true; 
„nl,cr that all staten,ents above arc made w,th the knowledge that w.llful false 
statements so made are puntshable by fine or ,ntpr,sonment or both under Seetton 1001 ol 
Title 1 8 of the I niicd States Code. 
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Andrc\\' M. Heard 



